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TI Preparation of tricyclic thienopyridine compounds as IKK2 inhibitors 
IN Okamoto, Yoshinori; Hattori, Kazuyuki; Kubota, Hirokazu; Sato, Ippei; 
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AB Title compds. I [A = Ql, -NR2R3; Het = saturated heterocycle containing 
nitrogen; 

Rl = alkyl, halo, haloalkyl, etc.; k = 0-3; when Het is morpholino group, 
k is 1-3; R2, R3 = H, alkyl, -alkylene-OR6, etc.; R6 = H, alkyl; ; X = 
-CR7R8-, -0-, -CO-, etc.; R7, R8 = H, alkyl, halo, etc.; m = 0-3; n = 0-3 
such as 2<m+n^5] were prepared For example, reaction of 
tert-Bu 3- (4-cyano-3-thioxo-2, 3, 5, 6, 7, 8-hexahydroisoquinolin-l- 
yl)piperidine-l-carboxylate, e.g., prepared from cyanothioacetamide, with 
2-bromoacetamide followed by treatment with HCl/dioxane afforded compound 
II-HC1 [A = piperidin-3-yl; Y = H] . In IKK2 inhibition assays, the 



IC50 value of compound II-2HC1 [A = piperazin-l-yl ; Y = methyl] was 
11 nM. Compds. I are claimed useful for the treatment of inflammation, 
autoimmune diseases. 
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PRAI US 2003-531371P P 20031219 
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AB Histone deacetylase inhibitors and uses thereof are provided. Knowledge 
of the crystal structure of human histone deacetylase 8 (HDAC8) was used 
to guide the design of 114 chemical inhibitors. General synthetic schemes 
are also provided. The inhibitors are of use (no data) for treatment of 
various cancers, inflammation, inflammatory bowel disease, psoriasis, or 
transplant rejection. 
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AB Compds. that may be used to inhibit histone deacetylase are disclosed. 

Thus, 119 compds. were prepared which exhibited better than 1000 nM IC50 
against HDAC1, HDAC2, HDAC6, and HDAC8 (suberanilohydroxamic acid showed 
an IC50 of 63 nM in this assay). Many of these compds. were 
3- [3- (l-substituted-lH-benzoimidazol-2-yl) phenyl] acrylic acids and 
N-hydroxy- [3- (l-substituted-lH-benzoimidazol-2-yl ) phenyl] acrylamides . 
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AB The title compds . [I; Rl = (un) substituted benzimidazolyl or a derivative 
thereof; R2 = (un) substituted aryl or heteroaryl; Ml, M2 = CR3, N; X = a 
bond, alkylene; Y = CO, CS, S02, etc.; Z = a bond, alkylene, CO, etc.; R3 
= H, halo, alkyl, etc.; R12 = alkyl, OH, alkoxy, etc.; R13 = alkyl, 
alkoxy, OH, etc.; a, b = 0-2; n, p = 1-3; r = 0-3; with the provisos] 
which are histamine H3 antagonists, were prepared E.g., a multi-step 
synthesis of II which showed Ki of 1 nM in rHu H3 binding assay, was 
given. Also disclosed are pharmaceutical compns . comprising the compds. 
of formula I and methods of treating various diseases or conditions, such 
as allergy, allergy-induced airway responses, and congestion (e.g., nasal 
congestion) using the compds. I. Also disclosed are methods of treating 
said diseases or conditions using the compds. of formula I in combination 
with an HI receptor antagonist. 
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TI Solid-phase synthesis of benzimidazole libraries biased for RNA targets 
AU Vourloumis, Dionisios; Takahashi, Masayuki; Simonsen, Klaus B.; Ayida, 

Benjamin K. ; Barluenga, Sofia; Winters, Geoffrey C. ; Hermann, Thomas 
CS Department of Medicinal Chemistry, Anadys Pharmaceuticals, Inc., San 

Diego, CA, 92121, USA 
SO Tetrahedron Letters (2003), 44(14), 2807-2811 
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AB An efficient and highly versatile synthesis of two libraries I (Rl = 

3-pyridylmethyl, CH2CH2NMe2, N-morpholinylethyl, etc., R2 = 3-02NC6H4, 
3-pyridyl, 2-02N-3-C1C6H3, etc.) and II [R = 4-C6H4CH2, (CH2)5 / CH2, etc., 
Rl = CH2CH2C02Et, N-morpholinylethyl, 5-methyl-2-furylmethyl, etc., R2 = 
2-C1-6-02NC6H3, 3-thienyl, 2-C1-5-02N-C6H3, etc.; R2 = cyclohexyl, Et, 
PhCH2] based on the privileged ben z imidazole scaffold is described. Our 
design is aimed at obtaining mols., biased for binding to RNA targets, by 
incorporating^ functionalities, which are frequently found in natural 
RNA-ligands. The library construction was realized with the use of SPOS 
(solid-phase organic synthesis) using either the Wang resin or the Rink amide 
resin in high average yields and purity. Monitoring and quantitation of 
intermediates and final products were performed by the use of NMR 
spectroscopy using DMFu as an internal standard 
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AB Title compds. [I; R = (substituted) mono-, di-, tri-, or tetracycloalkyl ; 
A = alkyl, haloalkyl, alkenyl, alkynyl, (substituted) phenylalkyl, aryl, 
heteroaryl, heterocyclyl ; Y = H, halo, amino, SH, (substituted) alkyl-M, 
cycloalkyl-M, alkenyl-M, alkyl-NH-alkyl-M, dialkyl-N-alkyl-M, aryl-M, 
heterocyclyl-M, arylalkyl-M, etc.; M = bond, O, S, NH S, SO, S02, etc.; 
Z1-Z4 = H, halo, alkyl, haloalkyl, alkoxy, alkylsulf onyl, alkyl carbonyl, 
C02H, amino, H2NCO, Ph, naphthyl, etc.], were prepared as ORL1 receptor 
agonists (no data). Thus, 2-chloro-l- [1- (1-phenylcycloheptyl) -4- 
piperidinyl]benzimidazole (preparation given) was stirred with MeNH2 in MeOH in 
an autoclave at 110° for 6 h to give N-methyl-1- [ 1- ( 1- 
phenylcycloheptyl ) -4-piperidinyl] -lH-benzimidazol-2-amine . 
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TI Preparation and formulation of co- (heteroaryloxy) alkanamines as 
serotonin reuptake inhibitors and 5-HT1A receptor ligands 
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AB Title compds. [I; Rl = (CH2) rCHXCH2 (CH2 ) sR; r = 0-4; s = 0-1; D = a 

residue which combines with the carbon atoms to which it is attached to 
complete a pyrrolyl group; X = H, Ph, OH, MeO; R = (un) substituted 
piperazino, piperidino, etc.] were prepd as serotonin reuptake inhibitors 
and 5-HT1A receptor ligands (no data) . Thus, refluxing of 
(S) - (+) -4- (oxiranylmethoxy) -lH-indole with 4-amino-l-benzylpiperidine in 
MeOH gave (2S)-(-)-I [Rl = CH2CH (OH) CH2R, R = l-benzyl-4- 
piperidinylamino] . 

RE.CNT 45 THERE ARE 45 CITED REFERENCES AVAILABLE FOR THIS RECORD 
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AB A series of heterocyclyloxy-substituted alkanamines I [m = 0-4; n = 0-1; D 
= atoms to complete fused pyrrolo, imidazole, pyrido, pyrazino, 
pyridazino, or pyrimido nucleus (only pyrido is claimed) ; X = H, Ph, OH, 
OMe; X = H or Ph when m = 0; R = certain (un) substituted cyclic, bicyclic, 
and spirocyclic amino groups] are effective pharmaceuticals for the 
treatment of conditi ons related to or affected by the reuptake of 
serotonin and by the serotonin 1A receptor (no data) . Some I show a 
unique combination of 5-HT1A receptor activity and serotonin reuptake 
inhibition. I are particularly useful for alleviating the symptoms of 
nicotine and tobacco withdrawal, and for the treatment of depression and 
other conditions for which serotonin reuptake inhibitors are used. Over 
200 synthetic examples and 7 standard formulation examples are given. In the 
only example of a claimed compound (quinoline-derived, D = pyrido), reaction 
of (R) -5- (oxiranylmethoxy) quinoline with 6-chloro-2- (1, 2, 3, 6- 
tetrahydropyridin-4-yl) -lH-indole in EtOH gave the preferred compound II in 
87% yield. 
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AB A series of heterocyclyloxy-substituted alkanamines I [m = 0-4; n = 0-1; D 
= atoms to complete fused pyrrolo, imidazolo, pyrido, pyrazino, 
pyridazino, or pyrimido nucleus; X = H, Ph, OH, OMe; X = H or Ph when r = 
0; R= (un) substituted piperidino, piperazino, piperidinylamino, 
piperazinoamino, morpholinoamino, certain spirocyclic amino substituents, 
etc.] are effective pharmaceuticals for the treatment of conditions 
related to or affected by the reuptake of serotonin and by the serotonin 
1A receptor (no data) . Some I show a unique combination of 5-HT1A 
receptor activity and serotonin reuptake inhibition. I are particularly 
useful for alleviating the symptoms of nicotine and tobacco withdrawal, 
and for the treatment of depression and other conditions for which 
serotonin reuptake inhibitors are used. Over 200 synthetic examples and 7 
standard formulation examples are given. For instance, reaction of 
(S)-(+)-4-(oxiranylmethoxy)-lH-indole with 4- (3, 4- 

methylenedioxyphenyl ) piperidine gave a preferred title compound, II, 
isolated as the oxalate in 71% overall yield. 
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TI Preparation of heteroaryloxy alkanamines having effects on 

serotonin-related systems 
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GI 
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AB The title compds. [I; r = 0-4; s = 0-1; D = a residue which combines with 
the carbon atoms to which it is attached to complete a pyrrolyl group; X = 
H, Ph, OH, MeO; R= (un) substituted piperazino, piperidino, etc.], useful 
for the treatment of conditions related to or affected by the reuptake of 
serotonin and by the serotonin 1A receptor, were prepared and formulated. 
Thus, refluxing of (S) - (+) -4- (oxiranylmethoxy) -lH-indole with 
4-amino-l-benzylpiperidine in MeOH afforded 78% (2S)-(-)-II. Compds . I 
are effective at 20-25 mg/day when administered to a patient in need of or 
carrying out a reduction or cessation of tobacco or nicotine use. Compds. 
are particularly useful for alleviating the symptoms of nicotine and 
tobacco withdrawal, and for the treatment of depression, anxiety, 
hypertension, cognitive disorders, psychosis, sleep disorders, gastric 
motility disorders, sexual dysfunction, brain trauma, memory loss, eating 
disorders and obesity, substance abuse, obsessive- compulsive disorder, 
panic disorder, migraine, pain, bulimia, premenstrual syndrome, late 
luteal syndrome, alcoholism, dementia of aging, social phobia, attention 
deficit hyperactivity disorder, impulsive control disorders, chronic 
fatigue syndrome, premature ejaculation, anorexia nervosa, and autism. 
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TI Preparation of heterocyclic dipeptide derivatives which promote release of 
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AB Title compds. I [Z = COCRlR2cLCOANR4R5; L = NR6, O, CH2; W = H; W and X = 
benzo fusion substituted with 0-3 R3a, TR3b, or R12; Y = H, Cl-6 alkyl, 
C4-10 cycloalkyl, aryl-K, phenyl- (Cl-6alkyl ) -K r thienyl- (Cl-6 alkyl) -K 
substituted with 0-3 R3a, R3b, or R12; K = bond, O, S(0)m, NR2a; X = OR2, 
R50MN (Aryl ) , R8R9NCO, R2b02C, (un) substituted carbo- or heterobicyclic 
ring; Rl = (un) substituted Cl-10 alkyl, aryl, etc.; R2c = H, Cl-6 alkyl, 
C3-7 cycloalkyl; CRlR3c = (un) substituted C3-8 ring; R2 = H, Cl-6 alkyl, 
C3-7 cycloalkyl; R2a = H, Cl-6 alkyl; R2b = H, 
halogenated alkyl, C3-8 cycloalkyl, alkylaryl, 
independently H, halo, Me, OMe, CF3; T = bond, 
heterocycle containing 1-3 hetero atoms; R3b = 
C02(Cl-6 alkyl), NR2S02R9, 
thiazolyl, tetrazolyl; R4, 



DN 
TI 

IN 

PA 
SO 

DT 
LA 



PI 



Cl-8 alkyl, Cl-8 
aryl; R3a, R12 = 
phenylene, 5- or 6-membered 
H, CONR8R9, S02R8R9, C02H, 
NR2CONR8R9, NR2S02NR8R9, NR2COR9, imidazolyl, 
R5 = independently H, (un) substituted Cl-6 



alkyl; R6 = H, Cl-6 alkyl; R6CR2c = C3-8 ring; R50 = (un) substituted 
morpholino, piperazino, C3-7 cycloalkyl, Cl-6 alkyl; M = CO, S02; A = 
bond, Zl(CH2)xCR7R7a(CH2)y; Zl = NR2, O, bond; R7, R7a = independently H, 
CF3, Ph, (un) substituted Cl-6 alkyl; R8 = H, (un) substituted Cl-6 alkyl; 
R9 = H, (un) substituted Cl-6 alkyl, Ph, thiazolyl, imidazolyl, furyl, 
thienyl], are growth hormone releasing peptide mimics. Heterocyclic 
dipeptide derivs. I are useful for the treatment and prevention of 
osteoporosis (no data). Thus, condensation of Boc-D-Ser (CH2Ph) -OH (Boc = 
Me3C02C) with 4- (2-oxo-l-benzimidazolinyl) piperidine, followed by 
deprotection, coupling with BocNHCMe2C02H, and deprotection with HC1 gave 
dipeptide amide salt II. 
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Preparation of heterocyclic dipeptide derivatives which promote release of 
growth hormone 
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PRAI WO 1995-IB333 A 19950508 
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GI 
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AB Title compds. I [Z = COCRlR2cLCOANR4R5; L = NR6, O, CH2; W = H; W and X = 
benzo fusion optionally substituted with 1-3 R3a, TR3b, or R12; Y = H, 
Cl-6 alkyl, C3-10 cycloalkyl, aryl optionally substituted with 1-3 R3a, 
R3b, or R12; X = 0R2, R50MN (Aryl) , R8R9NCO, R2b02C, optionally substituted 
carbobicyclic or heterobicyclic ring; Rl = optionally substituted Cl-10 
alkyl, aryl, etc.; R2c = H, Cl-6 alkyl, C3-7 cycloalkyl; CRlR3c = 
optionally substituted C3-8 ring; R2 = H, Cl-6 alkyl, C3-7 cycloalkyl; R2a 
= H, Cl-6 alkyl; R2b = H, Cl-8 alkyl, Cl-8 halogenated alkyl, C3-8 
cycloalkyl, alkylaryl, aryl; R3a, R12 = independently H, halo, Me, OMe, 
CF3; T = bond, phenylene, 5- or 6-membered heterocycle containing 1-3 hetero 
atoms; R3b = H, CONR8R9, S02R8R9, C02H, C02 (Cl-6 alkyl), NR2S02R9, 
NR2CONR8R9, NR2S02NR8R9, NR2COR9, imidazolyl, thiazolyl, tetrazolyl; R4, 
R5 = independently H, optionally substituted Cl-6 alkyl; R6 = H, Cl-6 
alkyl; R6CR2c = C3-8 ring; R50 = optionally substituted morpholino, 
piperazino, C3-7 cycloalkyl, Cl-6 alkyl; M = CO, S02; A = bond, 
Zl(CH2)xCR7R7a(CH2)y; Zl = NR2, 0, bond; R7, R7a = independently H, CF3, 
Ph, optionally substituted Cl-6 alkyl; R8 = H, optionally substituted Cl-6 
alkyl; R9 = H, optionally substituted Cl-6 alkyl, Ph, thiazolyl, 
imidazolyl, furyl, thienyl] , are growth hormone releasing peptide mimics. 
Heterocyclic dipeptide derivs . I are useful for the treatment and 
prevention of osteoporosis. Thus, condensation of Boc-D-Ser (CH2Ph) -OH 
(Boc = Me3C02C) with 4- (2-oxo-l-benzimidazolinyl) piperidine, followed by 
deprotection, coupling with BocNHCMe2C02H, and deprotection with HC1 gave 
dipeptide amide salt II. 
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AB Title compels, [I; A = atoms to complete an N-containing heterocyclic ring; Rl 
= (CH2)rCHR2CH2(CH2)sR; R = alkylamino, azinylamino, N-attached 
heterocyclyl, etc.; R2 = H, OH, OMe, Ph; r = 0-4; s = 0-1] were prepared as 
5-HT1A receptor ligands (no data). Thus, (S) -4-oxiranylmethoxy-lH-indole 
was aminated by 4-amino-l-benzylpiperidine to give title compound (S)-II. 
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AB The title compds . [I; r = 0-4; s = 0-1; D = pyrrolo, imidazo, etc.; X = H, 
Ph; R = piperazino, piperidinyl, morpholino, etc.], useful for alleviating 
the symptoms of nicotine and tobacco withdrawal, and for the treatment of 
depression, anxiety, hypertension, etc., were prepared and formulated. 
Thus, refluxing of indole II with 4-amino-l-benzylpiperidine in MeOH for 
18 h afforded 78% desired product III. In general, compds. I are 
effective at 20-25 mg/day. 
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TI Psychotropic agents. 3. 4- (4-Substituted piperidinyl ) -1- ( 4-f luorophenyl) - 

1-butanones with potent neuroleptic activity 
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AB I [R = C(C02H), C(COMe), and N] , II, III, and IV synthesized by 

cyclocondensation reactions of substituted 4- (2-aminmoanilino) piperidines 
were tested for neuroleptic activity. 4- [ 4- (2 , 3-Dihydro-2-thioxo-lH- 
benzimidazol-l-yl) -1-piperidinyl] -1- ( 4-f luorophenyl) -1-butanone 
[57648-21-2] was the most potent with activity almost equal to the reference 
drugs, benperidol and haloperidol. Structure-activity relationships are 
discussed. 
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RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation and tranquilizing activity of) 
RN 68336-70-9 CAPLUS 

CN 1-Butanone, 1- (4-f luorophenyl) -4- [4- (2-phenyl-lH-benzimidazol-l-yl ) -1- 
piperidinyl] dihydrochloride (9CI) (CA INDEX NAME) 




#2 HC1 
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INDEX NAME) 

CM 1 

CRN 180157-23-7 
CMF C29 H30 N4 02 

Absolute stereochemistry. Rotation (-) . 
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CRN 144-62-7 
CMF C2 H2 04 



O 0 

II II 

HO- C- C- OH 

IT 180160-84-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of 3- (4-indolyloxy) -2-hydroxypropanamines as serotonin 1A 
receptor antagonists and partial agonists) 
RN 180160-84-3 CAPLUS 

CN lH-Benzimidazole, 2-phenyl-l- (4-piperidinyl) - (9CI) (CA INDEX NAME) 



Ph 




=> d hitstr 13 

Lll ANSWER 13 OF 15 CAPLUS 
IT 180157-24-8P 



COPYRIGHT 2006 ACS on STN 



RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation and formulation of 4- (3-amino-2-hydroxypropoxy) indoles and 
analogs as 5-HT1A receptor ligands) 
RN 180157-24-8 CAPLUS 

CN 1-Piperidineethanol, a- [ ( lH-indol-4-yloxy) methyl] -4- (2-phenyl-lH- 
benzimidazol-l-yl) -, (otS) . ethanedioate (1:1) (salt) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 180157-23-7 
CMF C29 H30 N4 02 

Absolute stereochemistry. Rotation (-) . 




CM 2 

CRN 144-62-7 
CMF C2 H2 04 



O O 

II II 

HO- C- C- OH 

IT 180160-84-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation and formulation of 4- ( 3-amino-2-hydroxypropoxy) indoles and 
analogs as 5-HT1A receptor ligands) 
RN 180160-84-3 CAPLUS 

CN lH-Benzimidazole, 2-phenyl-l- (4-piperidinyl) - (9CI) (CA INDEX NAME) 



Ph 




=> d hitstr 12 

Lll ANSWER 12 OF 15 CAPLUS COPYRIGHT 2006 ACS on STN 
IT 185056-64-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); RCT (Reactant); SPN (Synthetic preparation) ; THU 



(Therapeutic use); BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent); USES (Uses) 

(preparation and growth hormone releasing activity of heterocyclic dipeptide 
derivs . ) 
RN 185056-64-8 CAPLUS 

CN 4-Piperidinecarboxamide, N- [1- (2-naphthalenylmethyl ) -2-oxo-2- [ 4- (2-phenyl- 
lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] monohydrochloride, (R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 



IT 185055-90-7P 185056-26-2P 185056-49-9P 
185056-50-2P 185056-55-7P 185056-73-9P 
185056-77-3P 185056-80-8P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation and growth hormone releasing activity of heterocyclic dipeptide 
derivs . ) 
RN 185055-90-7 CAPLUS 

CN 4-Piperidinecarboxamide, N- [2-oxo-2- [4- (2-phenyl-lH-benzimidazol-l-yl) -1- 
piperidinyl] -1- (phenylmethyl) ethyl] -, monohydrochloride, (R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




• HC1 



RN 185056-26-2 CAPLUS 

CN Propanamide, 2-amino-N- [1- (lH-indol-3-ylmethyl) -2-oxo-2- [4- (2-phenyl-lH- 
benzimidazol-l-yl) -1-piperidinyl] ethyl] -2-methyl-, monohydrochloride, (R) - 
(9CI) (CA INDEX NAME) . 

Absolute stereochemistry. 



H 




• HC1 



RN 185056-49-9 CAPLUS 

CN Propanamide, 2-amino-N- [1- [ ( 6- fluoro-lH-indol-3-yl) methyl] -2-oxo-2- [4- (2- 
phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] -2-methyl- , 
monohydrochloride (9CI) (CA INDEX NAME) 




• HC1 



RN 185056-50-2 CAPLUS 

CN Propanamide, 2-amino-2-methyl-N- [ 4-phenyl-l- [ [4- (2-phenyl-lH-benzimidazol- 
1-yl) -1-piperidinyl] carbonyl] butyl] monohydrochloride, (R) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




o 



• HC1 

RN 185056-55-7 CAPLUS 

CN 4-Piperidinecarboxamide, N- [1- ( lH-indol-3-ylmethyl ) -2-oxo-2- [4- (2-phenyl- 
lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] -, monohydrochloride, (R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 

RN 185056-73-9 CAPLUS 

CN Butanamide, 3-amino-N- [1- (lH-indol-3-ylmethyl) -2-oxo-2- [4- (2-phenyl-lH- 

benzimidazol-l-yl) -1-piperidinyl] ethyl] -3-methyl-, monohydrochloride, (R) - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H 




• HC1 



RN 185056-77-3 CAPLUS 

CN 4-Piperidinecarboxamide, 1-methyl-N- [ 1- (2-naphthalenylmethyl) -2-oxo-2- [4- 
(2-phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] -, monohydrochloride, 
(R) - (9CI) (CA INDEX NAME) * 

Absolute stereochemistry. 




• HC1 

RN 185056-80-8 CAPLUS 

CN Propanamide, 2-amino-2-methyl-N- [2-oxo-2- [4- (2-phenyl-lH-benzimidazol-l- 
yl ) -1-piperidinyl] -1- (phenylmethyl) ethyl] monohydrochloride, (R) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




0 



• HC1 

180160-84-3P 185057-43-6P 185058-28-0P 

185058- 33-7P 185058-92-8P 185058-93-9P 

185059- 01-2P 185059-11-4P 185059-29-4P 
185059-37-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and growth hormone releasing activity of heterocyclic dipeptide 

derivs . ) 
180160-84-3 CAPLUS 

lH-Benzimidazole, 2-phenyl-l- ( 4-piperidinyl ) - (9CI) (CA INDEX NAME) 



RN 
CN 




RN 185057-43-6 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ [ [2-oxo-2- [4- (2-phenyl-lH-benzimidazol-l- 
yl) -1-piperidinyl] -1- (phenylmethyl ) ethyl] amino] carbonyl] -, 
1,1-dimethylethyl ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OBu-t 



RN 
CN 



185058-28-0 CAPLUS 

lH-Benzimidazole, 2-phenyl-l- [1- (phenylmethyl) -4-piperidinyl] - (9CI) 
INDEX NAME) 



(CA 



Ph 




RN 185058-33-7 CAPLUS 

CN Carbamic acid, [2-[ [1- ( lH-indol-3-ylmethyl ) -2-oxo-2- [4- (2-phenyl-lH- 

benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] -1, l-dimethyl-2-oxoethyl] -, 
1,1-dimethylethyl ester, (R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 185058-92-8 CAPLUS 

CN Carbamic acid, [2- [ [ 1- [ ( 6-f luoro-lH-indol-3-yl) methyl] -2-oxo-2- [4- (2- 

phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] -1, l-dimethyl-2- 
oxoethyl]-, 1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 




RN 185058-93-9 CAPLUS 

CN Carbamic acid, [ 1, l-dimethyl-2-oxo-2- [ [4-phenyl-l- [ [4- (2-phenyl-lH- 
benzimidazol-l-yl) -1-piperidinyl] carbonyl] butyl] amino] ethyl] -, 
1,1-dimethylethyl ester, (R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 185059-01-2 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ [ [1- (lH-indol-3-ylmethyl) -2-oxo-2- [4- (2- 
phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] carbonyl] -, 
1,1-dimethylethyl ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 185059-11-4 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4-[ [ [1- ( 2 -naphtha 1 enylme thyl ) -2-oxo-2- [4- (2- 
phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] carbonyl] -, 
1,1-dimethylethyl ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OBu-t 



RN 185059-29-4 CAPLUS 

CN Carbamic acid, [3- [ [ 1- ( lH-indol-3-ylmethyl ) -2-oxo-2- [ 4- (2-phenyl-lH- 



benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] -1, l-dimethyl-3-oxopropyl] -, 
1,1-dimethylethyl ester, (R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




CN Carbamic acid, [ 1, l-dimethyl-2-oxo-2- [ [2-oxo-2- [ 4- (2-phenyl-lH- 

benzimidazol-l-yl) -1-piperidinyl] -1- (phenylmethyl ) ethyl] amino] ethyl] ^, 
1, 1-dimethylethyl ester, (R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



=> d hitstr 11 

Lll ANSWER 11 OF 15 CAPLUS COPYRIGHT 2006 ACS on STN 
IT 185055-90-7P 185056-26-2P 185056-50-2P 

185056-55-7P 185056-64-8P 185056-73-9P 

185056-77-3P 185056-80-8P 185961-75-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 
(preparation of growth hormone-releasing dipeptides) 
RN 185055-90-7 CAPLUS 

CN 4-Piperidinecarboxamide, N- [2-oxo-2- [4- (2-phenyl-lH-benzimidazol-l-yl ) -1- 
piperidinyl] -1- (phenylmethyl) ethyl] -, monohydrochloride, (R)- (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




• HC1 

RN 185056-26-2 CAPLUS 

CN Propanamide, 2-amino-N- [1- ( lH-indol-3-ylmethyl ) -2-oxo-2- [ 4- (2-phenyl-lH- 

benzimidazol-l-yl) -1-piperidinyl] ethyl] -2-methyl-, monohydrochloride, (R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




• HC1 

RN 185056-50-2 CAPLUS 

CN Propanamide, 2 -amino-2 -methyl -N- [4 -phenyl- 1- [ [4- (2-phenyl-lH-benzimidazol- 
l-yl)-l-piperidinyl]carbonyl]butyl]-, monohydrochloride, (R) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




• HC1 

RN 185056-55-7 CAPLUS 

CN 4-Piperidinecarboxamide, N- [1- ( lH-indol-3-ylmethyl ) -2-oxo-2- [ 4- (2-phenyl- 
lH-benziiriidazol-l-yl) -1-piperidinyl] ethyl] -, monohydrochloride, (R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




• HC1 

RN 185056-64-8 CAPLUS 

CN 4-Piperidinecarboxamide, N- [1- (2-naphthalenyliriethyl) -2-oxo-2- [4- (2-phenyl- 
lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] -, monohydrochloride, (R) - (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




• HC1 

RN 185056-73-9 CAPLUS 

CN Butanamide, 3-amino-N- [ 1- ( lH-indol-3-ylmethyl) -2-oxo-2- [4- (2-phenyl-lH- 

benzimidazol-l-yl) -1-piperidinyl] ethyl] -3-methyl-, monohydrochloride, (R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




• HC1 

RN 185056-77-3 CAPLUS 

CN 4-Piperidinecarboxamide, 1-methyl-N- [ 1- (2-naphthalenylmethyl) -2-oxo-2- [4- 
(2-phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] monohydrochloride, 
(R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




• HC1 

RN 185056-80-8 CAPLUS 

CN Propanamide, 2-amino-2-methyl-N- [2-oxo-2- [4- (2-phenyl-lH-benzimidazol-l- 
yl) -1-piperidinyl] -1- (phenylmethyl ) ethyl] monohydrochloride, (R)- (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




O 



• HC1 



RN 185961-75-5 CAPLUS 

CN Propanamide, 2 - ami no -N- [ 1- [ { 6-f luoro-lH-indol-3-yl ) methyl] -2-oxo-2- [4- (2- 
phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] -2-methyl-, 
monohydrochloride, (R)- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




• HC1 



IT 180160-84-3P 185057-43-6P 185058-28-0P 

185058- 33-7P 185058-93-9P 185059-01-2P 

185059- 11-4P 185059-29-4P 185059-37-4P 
185962-11-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of growth hormone-releasing dipeptides) 
RN 180160-84-3 CAPLUS 

CN lH-Benzimidazole, 2-phenyl-l- ( 4-piperidinyl) - (9CI) (CA INDEX NAME) 



Ph 




RN 185057-43-6 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ [ [2-oxo-2- [4- (2-phenyl-lH-benzimidazol-l- 
yl) -1-piperidinyl] -1- (phenylmethyl) ethyl] amino] carbonyl] 
1,1-dimethylethyl ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OBu-t 



RN 
CN 



185058-28-0 CAPLUS 

lH-Benzimidazole, 2-phenyl-l- [ 1- (phenylmethyl) -4-piperidinyl] - (9CI) (CA 



INDEX NAME) 



Ph 




RN 185058-33-7 CAPLUS 

CN Carbamic acid, [2-[ [1- (lH-indol-3-ylmethyl) -2-oxo-2- [4- (2-phenyl-lH- 

benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] -1, l-dimethyl-2-oxoethyl] -, 
1,1-dimethylethyl ester, (R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




RN 185058-93-9 CAPLUS 

CN Carbamic acid, [ 1, l-dimethyl-2-oxo-2- [ [ 4-phenyl-l- [.[ 4- (2-phenyl-lH- 
benzimidazol-l-yl) -1-piperidinyl] carbonyl] butyl] amino] ethyl] -, 
1,1-dimethylethyl ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 185059-01-2 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ [ [1- ( lH-indol-3-ylmethyl) -2-oxo-2- [4- (2- 
phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] carbonyl] -, 
1,1-dimethylethyl ester, (R) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




OBu-t 



RN 185059-11-4 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ [ [1- (2-naphthalenylmethyl) -2-oxo-2- [ 4- (2- 
phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] carbonyl] 
1,1-dimethylethyl ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




N. /OBu-t 



RN 185059-29-4 CAPLUS 

CN Carbamic acid, [ 3- [ [ 1- ( lH-indol-3-ylmethyl ) -2-oxo-2- [ 4- (2-phenyl-lH- 

benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] -1, l-dimethyl-3-oxopropyl] 
1, 1-dimethylethyl ester, (R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OBu-t 



RN 185059-37-4 CAPLUS 

CN Carbamic acid, [ 1, l-dimethyl-2-oxo-2- [ [2-oxo-2- [4- (2-phenyl-lH- 

benzimidazol-l-yl) -1-piperidinyl] -1- (phenylmethyl) ethyl] amino] ethyl] -, 
1,1-dimethylethyl ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




O 



RN 185962-11-2 CAPLUS 

CN Carbamic acid, [2-[ [l-[ ( 6-f luoro-lH-indol-3-yl) methyl] -2-oxo-2- [4- (2- 

phenyl-lH-benzimidazol-l-yl) -1-piperidinyl] ethyl] amino] -1, l-dimethyl-2- 
oxoethyl]-, 1, 1-dimethylethyl ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



H 




=> d hitstr 10 

Lll ANSWER 10 OF 15 CAPLUS COPYRIGHT 2006 ACS on STN 
IT 180157-24-8P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of heteroaryloxy alkanamines having effects on 
serotonin-related systems) 
RN 180157-24-8 CAPLUS 

CN 1-Piperidineethanol, a- [ ( lH-indol-4-yloxy) methyl] -4- (2-phenyl-lH- 
benzimidazol-l-yl) -, (aS)-, ethanedioate (1:1) (salt) (9CI) (CA 
INDEX NAME) 

CM 1 



CRN 180157-23-7 
CMF C29 H30 N4 02 



Absolute stereochemistry. Rotation (-) . 




CM 2 

CRN 144-62-7 
CMF C2 H2 04 



0 0 

II II 

HO- C- C- OH 

IT 180160-84-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of heteroaryloxy alkanamines having effects on 
serotonin-related systems) 
RN 180160-84-3 CAPLUS 

CN lH-Benzimidazole, 2-phenyl-l- (4-piperidinyl ) - (9CI) (CA INDEX NAME) 



Ph 




=> d hitstr 9 

Lll ANSWER 9 OF 15 CAPLUS COPYRIGHT 2006 ACS on STN 
IT 180157-24-8P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of heterocyclyloxyalkanamines as serotonin 1A antagonists and 
reuptake inhibitors) 
RN 180157-24-8 CAPLUS 

CN 1-Piperidineethanol, a- [ ( lH-indol-4-yloxy) methyl] -4- (2-phenyl-lH- 
benzimidazol-l-yl) -, (aS)-, ethanedioate (1:1) (salt) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 180157-23-7 
CMF C29 H30 N4 02 



Absolute stereochemistry. Rotation (-) . 




CM 2 

CRN 144-62-7 
CMF C2 H2 04 



0 0 

II II 

HO- C- C- OH 

IT 180160-84-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(starting material; preparation of heterocyclyloxyalkanamines as serotonin 
1A antagonists and reuptake inhibitors) 
RN 180160-84-3 CAPLUS 

CN IH-Benzimidazole, 2-phenyl-l- (4-piperidinyl ) - (9CI) (CA INDEX NAME) 



Ph 




=> d hitstr 8 

Lll ANSWER 8 OF 15 CAPLUS COPYRIGHT 2006 ACS on STN 
IT 180157-24-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of heterocyclyloxyalkanamines as serotonin 1A antagonists and 
reuptake inhibitors) 
RN • 180157-24-8 CAPLUS 

CN 1-Piperidineethanol, a- [ ( lH-indol-4-yloxy) methyl] -4- (2-phenyl-lH- 
benzimidazol-l-yl)-, (aS)-, ethanedioate (1:1) (salt) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 180157-23-7 
CMF C29 H30 N4 02 



Absolute stereochemistry. Rotation (-) . 




CM 2 

CRN 144-62-7 
CMF C2 H2 04 



0 0 

II li 
HO- C-C-OH 

IT 180160-84-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(starting material; preparation of heterocyclyloxyalkanamines as serotonin 
1A antagonists and reuptake inhibitors) 
RN 180160-84-3 CAPLUS 

CN lH-Benzimidazole, 2-phenyl-l- ( 4-piperidinyl) - (9CI) (CA INDEX NAME) 



Ph 




=> d hitstr 7 

Lll ANSWER 7 OF 15 CAPLUS COPYRIGHT 2006 ACS on STN 
IT 180157-24-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of heteroaryloxy alkanamines having effects on 
serotonin-related systems) 
RN 180157-24-8 CAPLUS 

CN 1-Piperidineethanol, a- [ ( lH-indol-4-yloxy) methyl] -4- (2-phenyl-lH- 
benzimidazol-l-yl)-, (otS)-, ethanedioate (1:1) (salt) (9CI) (CA 
INDEX NAME) 

CM 1 

CRN 180157-23-7 
CMF C29 H30 N4 02 



Absolute stereochemistry. Rotation (-) . 




CM 2 

CRN 144-62-7 
CMF C2 H2 04 



0 0 

II II 

HO- C-C-OH 

IT 180160-84-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of heteroaryloxy alkanamines having effects on 
serotonin-related systems) 
RN 180160-84-3 CAPLUS 

CN lH-Benzimidazole, 2-phenyl-l- ( 4-piperidinyl ) - (9CI) (CA INDEX NAME) 



Ph 




=> d hitstr 6 

Lll ANSWER 6 OF 15 CAPLUS COPYRIGHT 2006 ACS on STN 
IT 258287-19-3P 258287-20-6P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of 2-substituted-l-piperidylbenzimidazoles as ORL1 receptor 
agonists) 
RN 258287-19-3 CAPLUS 

CN lH-Benzimidazole, 2-phenyl-l- [ 1- ( 1-phenylcycloheptyl ) -4-piperidinyl ] - 
(9CI) (CA INDEX NAME) 




RN 258287^20-6 CAPLUS 

CN lH-Benzimidazole, 2-phenyl-l- [ 1- ( 1-phenylcycloheptyl ) -4-piperidinyl ] - , 



dihydrochloride (9CI) (CA INDEX NAME) 




• 2 HC1 



=> d hitstr 5 

Lll ANSWER 5 OF 15 CAPLUS COPYRIGHT 2006 ACS on STN 
IT 569355-84-6P 569355-85-7P 569355-87-9P 
569355-88-0P 

RL: CPN (Combinatorial preparation) ; CMBI (Combinatorial study) ; PREP 
(Preparation) 

(solid-phase synthesis of benziruidazole libraries biased for RNA 
binding using Wang resin or Rink amide resin) 
RN 569355-84-6 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 1- [1- (ethoxycarbonyl) -4-piperidinyl] 
(3-nitrophenyl)-, ethyl ester (9CI) (CA INDEX NAME) 




RN 
CN 



569355-85-7 CAPLUS 

lH-Benzimidazole-5-carboxylic acid, 2- ( 4-chloro-3-nitrophenyl )-!-[!- 
(ethoxycarbonyl) -4-piperidinyl]-, ethyl ester (9CI) (CA INDEX NAME) 



CI 




RN 569355-87-9 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 2- ( 5-chloro-2-nitrophenyl ) -1- [ 1- 
(ethoxycarbonyl)-4-piperidinyl]-, ethyl ester (9CI) (CA INDEX NAME) 




EtO-C 

II 

0 

RN 569355-88-0 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 2- (2-chloro-5-nitrophenyl) -1- [ 1- 
(ethoxycarbonyl)-4-piperidinyl]-, ethyl ester (9CI) (CA INDEX NAME) 
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569355-59-5P 
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binding using Wang resin or Rink amide resin) 
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CN lH-Benzimidazole-5-carboxylic acid, 1- [1- (ethoxycarbonyl ) -4-piperidinyl] 
(3-nitrophenyl)- (9CI) (CA INDEX NAME) 
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RN 569355-56-2 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 2- (4-chloro-3-nitrophenyl ) -1- [1- 
( ethoxycarbonyl) -4-piperidinyl]- (9CI) (CA INDEX NAME) 



CI 




RN 569355-58-4 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 2- (5-chloro-2-nitrophenyl) -1- [1- 
( ethoxycarbonyl) -4-piperidinyl]- (9CI) (CA INDEX NAME) 




EtO-C 



RN 569355-59-5 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 2- (2-chloro-5-nitrophenyl) -1- [ 1- 
(ethoxycarbonyl)-4-piperidinyl]- (9CI) (CA INDEX NAME) 
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TI Solid-phase synthesis of benzimidazole libraries biased for RNA targets 
AU Vourloumis, Dionisios; Takahashi, Masayuki; Simonsen, Klaus B. ; Ayida, 

Benjamin K.; Barluenga, Sofia; Winters, Geoffrey C; Hermann, Thomas 
CS Department of Medicinal Chemistry, Anadys Pharmaceuticals, Inc., San 
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CODEN: TELEAY; ISSN: 0040-4039 
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DT Journal 
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AB An efficient and highly versatile synthesis of two libraries I (Rl = 

3-pyridylmethyl, CH2CH2NMe2, N-morpholinylethyl, etc., R2 = 3-02NC6H4, 
3-pyridyl, 2-02N-3-C1C6H3, etc.) and II [R = 4-C6H4CH2, (CH2)5, CH2, etc., 
Rl = CH2CH2C02Et, N-morpholinylethyl, 5-methyl-2-furylmethyl, etc., R2 = 
2-C1-6-02NC6H3, 3-thienyl, 2-C1-5-02N-C6H3, etc.; R2 = cyclohexyl, Et, 
PhCH2] based on the privileged benzimidazole scaffold is described. Our 
design is aimed at obtaining mols., biased for binding to RNA targets, by 
incorporating functionalities, which are frequently found in natural 



RNA-ligands. The library construction was realized with the use of SPOS 
(solid-phase organic synthesis) using either the Wang resin or the Rink amide 
resin in high average yields and purity. Monitoring and quantitation of 
intermediates and final products were performed by the use of NMR 
spectroscopy using DMFu as an internal standard 
IT 569355-84-6P 569355-85-7P 569355-87-9P 
569355-88-QP 

RL: CPN (Combinatorial preparation); CMBI (Combinatorial study); PREP 
(Preparation) 

(solid-phase synthesis of benzimidazole libraries biased for RNA 
binding using Wang resin or Rink amide resin) 
RN 569355-84-6 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 1- [1- (ethoxycarbonyl ) -4-piperidinyl] -2- 
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RN 569355-87-9 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 2- (5-chloro-2-nitrophenyl) -1- [1- 
( ethoxycarbonyl) -4-piperidinyl]-, ethyl ester (9CI) (CA INDEX NAME) 




EtO-C 

II 

o 

RN 569355-88-0 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 2- (2-chloro-5-nitrophenyl ) -1- [1- 
(ethoxycarbonyl) -4-piperidinyl] ethyl ester (9CI) (CA INDEX NAME) 
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RL: CPN (Combinatorial, preparation) ; CRT (Combinatorial reactant) ; RCT 
(Reactant); CMBI (Combinatorial study); PREP (Preparation); RACT (Reactant 
or reagent) 

(solid-phase synthesis of benzimidazole libraries biased for RNA 
binding using Wang resin or Rink amide resin) 
RN 569355-55-1 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 1- [1- (ethoxycarbonyl) -4-piperidinyl] -2- 
(3-nitrophenyl)- (9CI) (CA INDEX NAME) 
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(ethoxycarbonyl)-4-piperidinyl]- (9CI) (CA INDEX NAME) 



CI 




RN 569355-58-4 CAPLUS 
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(ethoxycarbonyl)-4-piperidinyl]- (9CI) (CA INDEX NAME) 




EtO-C 



RN 569355-59-5 CAPLUS 

CN lH-Benzimidazole-5-carboxylic acid, 2- (2-chloro-5-nitrophenyl) -1- [1- 
(ethoxycarbonyl)-4-piperidinyl]- (9CI) (CA INDEX NAME) 
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Double bond geometry as shown. 
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AB Title compels. [I; Rl = H, (substituted) alkyl, alkenyl, alkynyl, 

haloalkyl, aryl, heteroaryl, amino, etc.; R2 = H, halo, (substituted) 
alkyl, alkenyl, alkynyl, haloalkyl, aryl, heteroaryl, amino, etc.; R3 = H, 
alkyl, acyl, Na, Ca, Mg; X, Y = H, halo, cyano, N02, CF3, OCF3, alkyl, 
alkenyl, alkynyl, haloalkyl, haloalkenyl, cycloalkyl, cycloalkenyl, 
alkoxy, aryl, heteroaryl, etc.; R4 = H, alkyl, alkenyl, alkynyl, 
haloalkyl, heteroalkyl, cycloalkyl, heterocycloalkyl , aryl, heteroaryl, 
cycloalkylalkyl, heterocycloalkylalkyl, aralkyl, heteroaralkyl, acyl; Z = 
bond, CH2 , CH2CH2, CH:CH, (substituted) cycloalkylene; with provisos] , 
were prepared Thus, Me trans-4- (3-hydroxypropyl amino) -3-nitrocinnamate 
(preparation given), 3-phenylbutyraldehyde, and tin chloride were heated 
together in HOAc at 45° for 17 h to give 34.9% Me 

3- [1- (3-hydroxypropyl) -2- (2-phenylpropyl) -lH-benzimidazol-5-yl] acrylate . 
This was stirred with NH20H.HC1 in MeOH to give 6% N-hydroxy-3- [ 1- ( 3- 
hydroxypropyl) -2- (2-phenylpropyl) -lH-benzimidazol-5-yl] acrylamide. The 
latter inhibited HDAC1 with IC50 = 0.051 uM. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(claimed compound; preparation of benzimidazolylhydroxamates as inhibitors 

of 

histone deacetylase) 
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CN 2-Propenamide, N-hydroxy-3- [2- (2-phenylethyl ) -1- [ 1- (phenylmethyl ) -4- 
piperidinyl]-lH-benzimidazol-5-yl]-, (2E)- (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 
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AB The title compels. [I; Rl = (un) substituted benzimidazolyl or a derivative 
thereof; R2 = (un) substituted aryl or heteroaryl; Ml, M2 = CR3, N; X = a 
bond, alkylene; Y = CO, CS, S02, etc.; Z = a bond, alkylene, CO, etc.; R3 
= H, halo, alkyl, etc.; R12 = alkyl, OH, alkoxy, etc.; R13 = alkyl, 
alkoxy, OH, etc.; a, b = 0-2; n, p = 1-3; r = 0-3; with the provisos] 
which are histamine H3 antagonists, were prepared E.g., a multi-step 
synthesis of II which showed Ki of 1 nM in rHu H3 binding assay, was 
given. Also disclosed are pharmaceutical compns . comprising the compds . 
of formula I and methods of treating various diseases or conditions, such 
as allergy, allergy-induced airway responses, and congestion (e.g., nasal 
congestion) using the compds. I. Also disclosed are methods of treating 
said diseases or conditions using the compds. of formula I in combination 
with an HI receptor antagonist. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 1- ( 4-piperidinyl) benzimidazoles as histamine H3 antagonists) 
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CN Piperidine, 1- [ [ 1- [ (2-amino-4-pyridinyl) methyl] -4-piperidinyl] carbonyl] -4- 
[5-fluoro-2- (phenylmethyl) -lH-benzimidazol-l-yl] - (9CI) (CA INDEX NAME) 
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AB Title compds. I [R = (un) substituted 5-7-membered aza-, diaza-, triaza- 
oxaaza- thiaza- thiadiaza-heterocycle; X = 0, (un) substituted NH, : NCN, 
:NS02R1; Z = (un) substituted CH2, NH; A = (un) substituted CH; n = 1, 2; Rl 
= alkyl, (un) substituted Ph; R2 = substituted Ph; R3, R4 = H, 
(un) substituted alkyl, Ph, naphthyl, heterocyclic; R5 = H, (un) substituted 
alkyl, OH, naphthyl, heteroaryl, cycloalkyl] were prepared for use as CGRP 
antagonists (no data) . Thus, the title compound II was prepared by cyclizing 
the benzodiazepinylpiperidinylcarbonylaminopropionic acid fragment with 
2-Me2N(CH2)3C6H4NH2 to form the benzimidazole moiety. 

IT 600724-44-5P 600724-56-9P 600724-63-8P 
600724-71-8P 600724-75-2P 600724-81-QP 

RL: SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study); PREP (Preparation); USES (Uses) 

(preparation of benzodiazepine-substituted piperidines for use in treating 
cardiovascular diseases) 
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CN 1-Piperidinecarboxamide, N- [ (1R) -2- (4-amino-3, 5-dibromophenyl ) -1- [1- (1- 

methyl-4-piperidinyl) -lH-benzimidazol-2-yl] ethyl] -4- ( 1, 2, 4, 5-tetrahydro-2- 
oxo-3H-l,3-benzodiazepin-3-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Br 0 



RN 600724-56-9 CAPLUS 

CN 1-Piperidinecarboxamide, N- [ ( 1R) -2- (3, 5-dibromo-4-hydroxyphenyl ) -1- [1- (1 
methyl-4-piperidinyl) -lH-benzimidazol-2-yl] ethyl] -4- (1, 2, 4 , 5-tetrahydro- 
oxo-3H-l, 3-benzodiazepin-3-yl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Br 



RN 600724-63-8 CAPLUS 

CN 1-Piperidinecarboxamide, N- [2- (3, 4-dibromophenyl ) -1- [1- ( 1 -me thy 1-4- 

piperidinyl)-lH-benzimidazol-2-yl] ethyl] -4- ( 1, 2, 4 , 5-tetrahydro-2-oxo-3H- 
l,3-benzodiazepin-3-yl)- (9CI) (CA INDEX NAME) 



Me 




RN 600724-71-8 CAPLUS 

CN 1-Piperidinecarboxamide, N- [2- (3, 4-diethylphenyl) -1- [1- (l-methyl-4- 

piperidinyl) -lH-benzimidazol-2-yl] ethyl] -4- ( 1, 2, 4 , 5-tetrahydro-2-oxo-3H- 
1, 3-benzodiazepin-3-yl)- (9CI) (CA INDEX NAME) 



Me 




RN 600724-75-2 CAPLUS 

CN 1-Piperidinecarboxamide , N- [ 2- [ 3 , 5-bis ( tri f luoromethyl ) phenyl ] -1- [ 1- ( 1- 

methyl-4-piperidinyl)-lH-benzimidazol-2-yl] ethyl] -4- (1, 2, 4, 5-tetrahydro-2- 
oxo-3H-l f 3-benzodiazepin-3-yl)- (9CI) (CA INDEX NAME) 



Me 




CF3 



RN 600724-81-0 CAPLUS 

CN 1-Piperidinecarboxamide, N- [2- [ 4-amino-3-chloro-5- (trif luoromethyl ) phenyl] - 
1- [ 1- (l-methyl-4-piperidinyl) -lH-benzimidazol-2-yl] ethyl] -4- (1, 2, 4, 5- 
tetrahydro-2-oxo-3H-l, 3-benzodiazepin-3-yl) - (9CI) (CA INDEX NAME) 



Me 
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PA Pfizer Pharmaceutical Co., Ltd., Japan 
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AB Title compds. I [Rl = C3-11 cycloalkyl, C6-16 bicycloalkyl, C6-16 

tricycloalkyl, C8-16 tetracycloalkyl, etc.; A = (un) substituted Cl-7 
alkyl, C2-5 alkenyl, C2-5 alkynyl, aryl, etc.; M = single bond, CH2,0, S, 
SO, S02, CO, NH, etc.; Y = 4- to 12-membered bicyclic carbon ring, 4- to 
12- membered bicyclic hetero ring, 5- to 17-membered spiro carbon ring, 5- 
to 17-membered spiro hetero ring; Z1-Z4 = (un) substituted Cl-4 alkyl, Cl-4 
alkoxy, Cl-4 alkylsulf onyl, Cl-4 alkylcarbonyl, carboxy, etc.] or their 
salts are prepared Tert-Bu 3- [ 1- [1- (1-phenylcycloheptyl) -4-piperidinyl] -1H- 
benzimidazol-2-yl] -3, 8-diazabicyclo [3.2 . 1] octane-8-carboxylate was treated 
with F3CC02H in CH2C12 at room temperature for 0.5 h to give 77.6% 
2- (3, 8-diazabicyclo [3. 2. 1] oct-3-yl) -1- [1- (1-phenylcycloheptyl) -4- 
piperidinyl] -lH-benzimidazole HC1 salt. 

IT 352541-90-3 

RL: RCT (React ant) ; RACT (React ant or reagent) 

(preparation of benzimidazoles as ORLl-receptor agonists for analgesics) 

RN 352541-90-3 CAPLUS 

CN 2, 5-Diazabicyclo[2.2. 1] heptane-2-carboxylic acid, 5- [ [ 1- [ 1- ( 1- 

phenylcycloheptyl) -4-piperidinyl] -lH-benzimidazol-2-yl] methyl] -, 
1,1-dimethylethyl ester (9CI) (CA INDEX NAME) 




IT 352542-52-0P 352542-53-1P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 

study); PREP (Preparation); USES (Uses) 

(preparation of ben z imidazoles as ORLl-receptor agonists for analgesics) 
RN 352542-52-0 CAPLUS 

CN 2,5-Diazabicyclo [2. 2.1] heptane, 2-methyl-5- [ [1- [4-phenyl-l- (1- 

phenylcycloheptyl) -4-piperidinyl] -lH-benzimidazol-2-yl] methyl] - (9CI) (CA 
INDEX NAME) 




Ph 



RN 352542-53-1 CAPLUS 

CN 2, 5-Diazabicyclo[2 . 2 . 1] heptane, 2-methyl-5- [ [ 1- [ 4-phenyl-l- ( 1- 
phenylcycloheptyl) -4-piperidinyl] -lH-benzimidazol-2-yl] methyl] 
monohydrochloride (9CI) (CA INDEX NAME) 




Ph 



• HC1 
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OS MARPAT 132:151821 
GI 



RA 




Z4 



AB Title compds. [I; R = (substituted) mono-, di-, tri-, or tetracycloalkyl ; 
A = alkyl, haloalkyl, alkenyl, alkynyl, (substituted) phenylalkyl, aryl, 
heteroaryl, heterocyclyl; Y = H, halo, amino, SH, (substituted) alkyl-M, 
cycloalkyl-M, alkenyl-M, alkyl-NH-alkyl-M, dialkyl-N-alkyl-M, aryl-M, 
heterocyclyl -M, arylalkyl-M, etc.; M = bond, 0, S, NH S, SO, S02, etc.; 
Z1-Z4 = H, halo, alkyl, haloalkyl, alkoxy, alkylsulf onyl, alkylcarbonyl, 
C02H, amino, H2NCO, Ph, naphthyl, etc.], were prepared as 0RL1 receptor 
agonists (no data) . Thus, 2-chloro-l- [ 1- ( 1-phenylcycloheptyl ) -4- 
piperidinyl]benzimidazole (preparation given) was stirred with MeNH2 in Me OH in 
an autoclave at 110° for 6 h to give N-methyl-1- [ 1- ( 1- 
phenylcycloheptyl) -4-piperidinyl] -lH-benzimidazol-2-amine . 

IT 258287-21-7P 258287-22-8P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of 2-substituted-l-piperidylbenzimidazoles as ORL1 receptor 
agonists) 

RN 258287-21-7 CAPLUS 

CN lH-Benzimidazole, 1- [ 1- ( 1-phenylcycloheptyl ) -4-piperidinyl ] -2- 
(phenylmethyl)- (9CI) (CA INDEX NAME) 




RN 258287-22-8 CAPLUS 

CN lH-Benzimidazole, 1- [1- (1-phenylcycloheptyl) -4-piperidinyl] -2- 
(phenylmethyl)-, dihydrochloride (9CI) (CA INDEX NAME) 
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TI Two-photon absorption spectra of organic dye molecules 
AU Aslanidi, E. B. ; Tikhonov, E. A. 
CS USSR 

SO Optika i Spektroskopiya (1974), 37(4), 784-5 

CODEN: OPSPAM; ISSN: 0030-4034 
DT Journal 
LA Russian 

AB One- and 2-photon absorption spectra were given of Rhodamine 6G and 

imidocarbocyanine in ale. solns. by using the fluorescence method. The 
2-photon absorption spectra of the both compds . showed 2 principal maximum, 
one coinciding with the vibronic transition of the short-wave wing of the 
long-wave one-photon absorption band and the other falling upon the region 
of one-photon transition to higher singlet states. The spectral 
dependence of 2-photon absorption probability was qual. discussed. 

IT 54375-46-1 

RL: PRP (Properties) 

(photon absorption by, single and multi-) 

RN 54375-46-1 CAPLUS 

CN lH-Benzimidazolium, 2- [3- [1, 3-dihydro-l, 3-bis (3,4,5, 6-tetrahydro-2- 
pyridinyl) -2H-benzimidazol-2-ylidene] -1-propenyl] -1, 3-bis (3,4,5,6- 
tetrahydro-2-pyridinyl) -, iodide (9CI) (CA INDEX NAME) 
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Preparation of aminophenylbenzamides as inhibitors of histone 
deacetylase 
IN Delorme, Daniel; Zhou, Zhihong 
PA Methylgene, Inc., Can. 

SO U.S. Pat. Appl. Publ . , 318 pp., Cont . -in-part of U.S. Ser 
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Title compds. e.g. (I; Y, Z = N, CH; W = Ql, Q2 , Q3 , etc.), were prepared 
Thus, 4- [ [ (4-Amino-6- (2 -indanylamino) -[1,3, 5] triazin-2- 

yl) amino] methyl] benzoic acid (preparation given) in DMF was stirred with Et3N, 
BOP, and 1 , 2 -phenylenediamine to give 63% 4- [[ (4-Amino- 6- (2 -indanylamino) - 
[1,3,5] triazin-2-yl) amino] methyl] -N- (2 -aminophenyl) benzamide . The latter 
inhibited human histone deacetylase HDAC-1 with IC50 = 0.4 
uM. 

503040-08-2P, N- ( 2 -Aminophenyl ) -4- [ [ [2-chloro-9- (2 -methoxyethyl) - 
9H-purin-6-yl] amino] methyl] benzamide 503042-82- 8P, 
N- (2 -Aminophenyl) -4- ( (2 -amino- 9-butyl-9H-purin 

-6-ylamino) methyl) benzamide 503042-83-9P, N- (2 -Aminophenyl) -4- 
( ( 2 - amino- 9H-purin- 6 -ylamino) methyl ) benzamide 
503042-84-0P, N- ( 2 -Aminophenyl ) -4- ( (2 -chloro-9H-purin 
-6-ylamino) methyl) benzamide 503042 -85- IP, N- (2 -Aminophenyl ) -4- 
( (9-butyl-2 -chloro-9H-purin-6-ylamino) methyl) benzamide 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of aminophenylbenzamides as inhibitors of 
histone deacetylase for treating cell proliferative 
disorders) 
503040-08-2 CAPLUS 

Benzamide, N- (2 -aminophenyl) -4- [ [ [2-chloro-9- (2 -methoxyethyl) -9H-purin-6- 
yl] amino] methyl] - (9CI) (CA INDEX NAME) 




CH2-CH2~OMe 
RN 503042-82-8 CAPLUS 

CN Benzamide, 4- [ [ (2 -amino-9-butyl-9H-purin-6-yl) amino] methyl] -N- (2- 
aminophenyl) - (9CI) (CA INDEX NAME) 



AB 



IT 



RN 
CN 




Bu-n 

RN 503042-83-9 CAPLUS 

CN Benzamide, N- (2 -aminophenyl) -4- [ [ (2 -amino-lH-purin-6-yl) amino] methyl] - 
(9CI) (CA INDEX NAME) 




RN 503042-84-0 CAPLUS 

CN Benzamide, N- (2 -aminophenyl) -4- [ [ (2 -chloro- lH-purin-6 -yl ) amino] methyl] - 
(9CI) (CA INDEX NAME) 



NH 



C=0 




RN 503042-85-1 CAPLUS 

CN Benzamide, N- (2 -aminophenyl) -4- [ [ (9-butyl-2-chloro-9H-purin-6- 
yl) amino] methyl] - (9CI) (CA INDEX NAME) 




Bu-n 

IT 5451-40-1, 2,6-Dichloro-9H-purine 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of aminophenylbenzamides as inhibitors of histone 
deacetylase for treating cell proliferative disorders) 
RN 5451-40-1 CAPLUS 

CN lH-Purine, 2 , 6-dichloro- (9CI) (CA INDEX NAME) 
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VAR G1=10/11/12 

ENTER (DIS), GRA, NOD, BON OR ? : end 
LI STRUCTURE CREATED 

= > s 11 

SAMPLE SEARCH INITIATED 10:18:30 FILE ' REGISTRY 1 
SAMPLE SCREEN SEARCH COMPLETED - 250 TO ITERATE 

100.0% PROCESSED 250 ITERATIONS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH * * COMPLETE * * 
PROJECTED ITERATIONS: 4052 TO 5948 

PROJECTED ANSWERS: 9 TO 359 

L2 9 SEA SSS SAM LI 



=> s 12 and (C29 H25 CI N8/mf or C23 H33 N7 02/mf) 
2 C29 H25 CL N8/MF 
71 C23 H33 N7 02/MF 
L3 2 L2 AND (C29 H25 CL N8/MF OR C23 H33 N7 02/MF) 

=> fil caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 12.16 12.37 



FILE 'CAPLUS' ENTERED AT 10:20:37 ON 19 SEP 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 19 Sep 2006 VOL 145 ISS 13 
FILE LAST UPDATED: 18 Sep 2006 (2 0060918/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www . cas . org/inf opolicy . html 



= > s 13 

L4 2 L3 

=> d bib abs hitstr 1-2 



L4 ANSWER 1 OF 2 CAPLUS COPYRIGHT 2 006 ACS on STN 
AN 2004:964997 CAPLUS 
DN 141:410816 

TI Preparation of azaheterocyclyl- substituted diphenylpyridines as Akt 

inhibitors for the treatment of cancer 
IN Bilodeau, Mark T.; Duggan, Mark E.; Hartnett, John C; Lindsley, Craig W. ; 

Wu, Zhicai; Zhao, Zhijian 
PA Merck & Co., Inc., USA 
SO PCT Int. Appl., 98 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 



KIND 



DATE 



PI 



WO 2004096131 
WO 2004096131 



APPLICATION NO. 



WO 2004-US12188 



DATE 



A2 20041111 
A3 20051103 

W: AE, AG, AL , AM, AT, AU, AZ , BA, BB, BG, BR, BW, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ , EC, EE, EG, 

GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, 

LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, 

NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, 

RW: BW, GH, GM, KE, LS , MW, MZ , SD, SL, SZ, TZ , UG, 



20040420 



BY, BZ, CA, CH, 

ES, FI, GB, GD, 

KP, KR, KZ, LC, 

MX, MZ, NA, NI, 

SG, SK, SL, SY, 

YU, ZA, ZM, ZW 

ZM, ZW, AM, AZ, 



BY, KG, 
ES, FI, 
SK, TR, 
TD, TG 
AU 2004233828 
CA 2522431 
EP 1622616 

R: AT, BE, 
IE, SI, 
CN 1809354 
PRAI US 2003-465260P 
WO 2004-US12188 
OS MARPAT 141:410816 
GI 



KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE, DK, EE, 

FR, GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, SI, 

BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, 

Al 20041111 AU 2004-233828 20040420 
AA 20041111 CA 2004-2522431 20040420 
A2 20060208 EP 2004-760294 20040420 

CH, DE, DK, ES, FR, GB, GR, IT, LI, LU, NL, SE, MC, PT, 

LT, LV, FI, RO, MK, CY, AL, TR, BG, CZ, EE, HU, PL, SK, HR 
A 20060726 CN 2004-80017118 20040420 
P 20030424 
W 20040420 




AB Azaheterocyclyl- substituted diphenylpyridines I [uppermost nitrogen-containing 
ring is a heterocycle; Rl, R2, R5 = (un) substituted alkyl, aryl, 
heteroaryl, alkenyl, alkynyl, H02C, NC, halo, HO, OHC, 02N, alkoxy, etc.; 
R3, R4 = H, alkyl, perf luoroalkyl ; R3 , R4, and the carbon to which they 
are bonded may form a carbocycle or a heterocycle containing O, S, S(:0), S02, 
(un) substituted N or NHC(:0); n = 0-3; p = 0-2; q = 0-3] such as II are 
prepared as inhibitors of Aktl, Akt2, or Akt3 for the treatment of cancer 
alone or in conjunction with other drugs or radiation therapy. 
Trif luorosul f onylation of 6 -hydroxy- 5 -phenyl - 3 -pyridinecarbonitrile , 
palladium-catalyzed Suzuki coupling with 4 -f ormylphenylboronic acid, and 
reductive amination of the aldehyde with 1- (4 -piperidinyl) -2 , 3 -dihydro-2 - 
benzimidazolone yields II as its TFA salt. I inhibit one or more of Aktl, 
Akt2, or Akt3 with IC50 values of <, 50 uM (no data) . 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(invention compound; preparation of azaheterocyclyl -substituted 



diphenylpyridines as Akt inhibitors for the treatment of cancer) 
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CN 3-Pyridinecarbonitrile, 6- [4- [ [4- (6-amino-9H-purin-9-yl) -1- 

piperidinyl] methyl] phenyl] -2-chloro-5-phenyl- (9CI) (CA INDEX NAME) 
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AB The diastereomeric 1- (piperidine-3 ' -yl) uracil compds . and the 

N6 -dimethyl -9- (piperidine-3 1 -yl) adenine compds. I (R = CH20H, Rl = uracil, 
N6-dimethyladenine; R = uracil, N6-dimethyladenine , Rl = CH20H) have been 
prepared as analogs of the naturally occurring aminoacyl nucleoside 
antibiotic puromycin. The diastereomers were separated using HPLC, and the 
absolute configuration of I were assigned. These puromycin analogs have been 
tested for anti-HIV and antitumor activity in vitro. 

IT 162315-07-3P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; BIOL (Biological 
study) ; PREP (Preparation) 
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CN 3-Piperidinemethanol, 1- [2-amino-3- (4 -met hoxyphenyl) propyl] -5- [6- 
(dimethylamino) -9H-purin-9-yl] -, [3S- [1 (R* ) , 3a, 5a] ] - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 
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